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Z ## L, Pivampicillin % aminobenzyl penicillin 12 { %
N, BIRERROmIE FREEPEHLSERE, L
R—BREO—REHBEHE LOTILER LD, O
D3E, PRMEHIC OV TRHB LU FICik~5 & ) gl
BExlo

ERICHER LBt B E 20~25¢ @ ddN LU
ddY Rt~ =z, k& 350g BiffED Wistar-4585%
5 v b, {KE2~2.5kg OE @MY VX, K& 3.5ke
BIED X 272 6 NIEE T~11kg DE— I VR TH %o

EBRIZHEH L7- Pivampicillin (Z3t) 134tk 2 8%k
B BT AERKICTMR L TR

pentobarbital Na (Nembutal sodium, 7 E v b +F &)
B XV pentetrazol (B VF 7 V' —LViEREE, =) &
AHEKTHIR LU CHW . 7RENL b R ZEdhrhdepfse
FICEAMERE DB LS D% ERKICHEE L THY
7co

gallamine triethiodide (#' 5 I v, WELFEELE)
FEFREEDOE FH W,

KERGE M b U ICRERREHE

L RIS & QN BERR SRR

a. T— LRREE

WAHES. 4D ST EHT TRy —IZH B L 14
BEEEESEZAF#IC 1.2ml O =2 Frz—F L&A
NTEUL S (7. 5%KKITHLD), ~ T 2 % AL THRRE:
AR ZHE L, 10952~ 2 EA~HIL, EHK
HEfREL UTEERBE E LD,

1 8IED~<y 2% L, Pivampicillin 50mg/kg
BIV 100mg/kg # BT HS 30 HKiIC = —F v BREEE
T FRER B AR 3 & Uil 2 JE L7ze 7235,
MBBHCIZRBE AR DOA 2 TS L.

<~ Z{Z Pivampicillin 50mg/kg 33 & (8 100mg/kg /%
THH LGS, WEEARRITIZ LA LR E 2D

o loo BREERHGRGREIL Table 1 jc L4k 9ic 50
mg/kg TEHFETIIHRA408b I L T146. 88 Th D,
¥ ol FREREBRIERZ L) &eh > 7225,  100mg/kg
TR I 23164, 2F0c et LT235. 0Fb L ER L, =
— 7 VBRI OIM & Lo L,

b. Pentobarbital BEfE

A% 1E10~16PLL L, Pivampicillin 50mg/kg,
100mg/kg 3 XU 200mg/kg % [ FHEEH3053#%IZ pen-
tobarbital 50mg/kg #EIENICE S L, ERKE 258
& UCHERRERI 2 JUE L7ce 753, BB REKE
BTES L,

< 2 Pivampicillin 50mg/kg, 100mg/kg LU
200mg/kg TS LA, Table 2 il L oic
pentobarbital {Z X pERRFFRIEX Pivampicillin 50mg/kg
TR CIIXB2%93. 23 TH B DIk L 102.5 3 TH D
1Z & A CHERRFRE DR Z A S d - 7273, 100mg/kg
TR TITR R A358. 35y Td % DI L77. 8FICIEE L,

Table 1 Effect of pivampicillin on ether anesthesia in

mice.
Control Pivampicillin
S0mg/ke 140,014 17(8)146.8+23.778]  ©30.1
100 77 (164,230, 58(7)235. 0-£41. 87(8) 0. 05¢ P 0. 1

Values are expressed as sec+standard error. Num-
bers of mice are indicated in parentheses.

Table 2 Effect of pivampicillin on pentobarbital sleep

in mice.
Control Pivampicillin
S0melke| g3 949 1419 [102.5+8. 1106 | 0.1
100 /7 | 58.3%5.51(3) | 77.8+7.94(4) |0.05(P<0.1
200 # |108.9+8.2700) [135.5+8.3410) | P<0.05

Values are expressed as min=+standard error.
Numbers of mice are indicated in parentheses.
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200mg/kg ERABE TR H3108. 95313t LT 135. 55371
EF L. 200mg/kg BRABOEAICIEZ OERFHO
ERIXBIZL 5P <0.05THEDETH Y, Pivam-
picillin DOKERH-1Z X Y $RJF D pentobarbital % 1
miazsehldic
2. BvhAickET S

a., FKEBFVWhA

<7 212 140V, lm sec DOFEiHEM], 100c/sec O
Wk 0.3VMBEL TR 5T VHADRKE & BLE L
¥ =vA%Z1BE6JLL L, Pivampicillin 200mg/kg
HETHHNHICHEEL, TWIlAORBIRBEBE L
oo 535, HRUCIZZRRIKE TS Lic,

<17 2|z Pivampicillin 200mg/kg % & NS L /ey
B FONATEEE BHICRI D EDORO%KIC
B Lize bbb, HKERG VAWK L3
BRELDES Do

b. pentetrazol {F W\ A

< A%& 18 6PLL L, Pivampicillin 100mg/kg £ 7
i 200mgrkg % MEREPIHRES-3047 %1 pentetrazol 100mg/
kg ZETEFHL, TOVhADORERT S ETORM, &
BRIVREREGBE L, R, XREHICIIEYKE
MEREAE S LT,

< 2z Pivampicillin 100mg/kg 3 X' 200mg/kg
BEREREEE LT84, Table 3 i LwF X Hiz 100mg/
kg BRABETIX, FVWHA ORI, FHRBIUVRT
L, BLACHBHLERETD -7, 200mgke T
ARETI, FORARRRICE TRV, BRI
RO, 84iTset L T20. 53T IER L, IR L HRD6/6
23 LC2/6Ici» Lize L7cA3> T, Pivampicillin X
BEEDBZI% pentetrazol F VW h A DEEEEIIHIER %
LT LiHhidi,
3. SEIEA

Eppy HDFEY 12 L7z AR D ethyl formate &
acetone NDRIKNDIKZ T 55.0~55. 5T ICff: 7= 7= Stk F
KU 2%RE, #HkE R 3RIER L UBKESES %K
WEUEOIRIE L L, |

Table 3 Effect of pivampicillin on pentetrazol con-
vulsion in mice.

Convulsion Death
Pivam- Pivam-
Control picillin Control picillin
Onset | Rate |Onset| Rate| rate rate
100me/ke | 1) 2 6/6 | 17.8 6/6 | 4/6 | 5/6
200 9.8 |6/6|20.5|6/6 6/6 2/6

*Values are expressed in minute.

Fig. 1 Effect of pivampicillin on pain response in
mice.
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<7 A% 8PL 1L LU Pivampicillin 100mg/kg 4% /%
FHEEEELS, 30, 4535 X U605T DI UG FEIRRE & F
AWEN 2EIFT O/ Lico 7538, MBEHCIIARRAE K
THH L,

<% 2{z Pivampicillin 100mg/kg [ FiEMH Uiz Ba,
Fig. 1 12 Lot X 5 IC4553 BIC i3 FEERMEM 23 g8
SERET AEAE LY Leds, SRERTBIERRMPIcE
FolAltdbhiadol,

4., Sedative-Ataxic score

TisLow DHFED ICHER L, T7hbb, U Z%8
PG 12 & L Pivampicillin 100mg/kg # B FEH%, 0,
15, 30, 453 X 6053 ICEER 13cm, & X34emD AU D
BWOHEEXL Y FiIcRi) 5iR8E % 8125 L (wooden pole
test), >3\ T 138 45cm DIEFHDEHEE 45° ioFist
SR HDIZ= TR EOR, ZOTEIEHIEE L (inclined
screen test), score % z 7z,

< 7 2z Pivampicillin 100mg/kg # TS L7
B TV RD—RIRIE, —BATEIDOZ A L b
M olz, score LERITIXO THBDITRL, 30, 45
BIU60 DBICEKFL LBIDH score 1 # L LT
Ehroize LIzhioT, Pivampicillin {% ataxic 3 %
VIZFARIER R LD ST ik A E DT,

5. {KiRicx+ B8 ' : .

B AIR R 75 — R BR 1 55 26 TH B BV B AR s L YL
L, BERT2 R ZJE L TEBO WY X%
AL, 1#6J& LT Pivampicillin 10mg/kg, 50mg/
kg 3L 100mg/kg ##E ML LIcth305 2L icikl
# 6 W £ TR EWIE L,

7 ¥ iz Pivampicillin 10mg/kg, 50mg/kg & L O
100mg/kg #&O#E L7cBROMAIR @ 28 Table 4 12
LTI SHBHOZNEIELA LR TH o7,

6. <V 2EREEBHRONE

<+ 2% 1EES5PL & L, Pivampicillin 10mg/kg, 30

mg/kg, 100mg/kg 3 XU 300mg/kg #HRE#3057 &



354 CHEMOTHERAPY JUNE 1974
Table 4 Effect of pivampicillin on rectal temperature of the rabbit. ()
After administration (hrs)
Dose N

0.5 10| 15| 20| 25| 3.0 ' 3.5 l 4.0 | 45|50 | 551! 6.0
Control 6 F0.02| O 0 |0.02|0.03|0.03|0.03 0.05'0. 1210.10 | 0.10 | 0.13
10mg/kg 6 |-0.17 |-0.13 |-0.15 |-0.13 |-0.12 |-0.08 | 0.03 | 0.08 | 0.13 | 0.10 | 0.12 | 0.08
50mg/kg 6 [ 0.08]0.03|0.02|0.02|0.05|0.02|0.08|0.05]|0.07 | 0.13 | 0.07 | 0.07
100mg/kg 6 -0.08 |-0.05 |-0.02 | 0.02 | 0.02 Q%l&% 0.07 | 0.08 | 0.10 | 0.17 | 0.23

!

Fig. 2 Effect of pivampicillin on locomotor activities 8. MIE{ER

in mice.
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HLOMICAERERZ LD & o725 300mgke &
RBECIEBRIIRD L, B L ORIC P <0.05TH
BOERA NI,
7. B X UHIEER

Kiz Pivampicillin 10mg/kg, 30mg/kg ¥ X (8100mg/
kg 249 85g D¥x % v b 7—F(Ry 54 vKK) &
BE& LERS ®/. 5% 6 /i £ T304ME Tk
DR, 4 BRI, EBh S35EE 2L,
[RIR I fEF O 8 3 P TR L=, BIMIERIZIR
¥k Pivampicillin $¢5. 1 B2 7 K1 & %20meg/
kg #EIRNES U, KiEERE 2 B & THIEE L,

Ric 10mg/kg, 30mg/kg XU 100mg/kg #EA#FE
L7ehe, —HeRIB & OTEC AR+ R &bz &
dohT, EEERALALDBRE» 5T,

B, THRENE RFRIC X 2RIz LT
ERZ LY Shahr o,

a. BHEBELZAT v b

fkE 350g BiED Wistar—43E% 5 v b & pentoba-
rbital Na 35mg/kg fEREPNIZEE- L THREE L, SREREMR
%7 v MNEEE~EZ 2 A, REHCEERIC ) $HER
EWX AR, Ty MCBEBERLZATH» D 1ERE
FRBBIZ, ZY v FEROOWT 7 ) Ay — DR
B L, 305MIKE L -1%ic Pivampicillin 300mg/kg %
FEORE LT 2 MR EGEE BT /Lo 7,

5 v bz Pivampicillin 300mg/kg #&A#E L7HE,
7 v MREEOBIZ £ Ao bhY, 7y FOfTEILE
DYELWEER L DRI T

b. Encéphalé esolé &A% =

{kE 3.5kg D X 2% = —F )b BT ICHENE
EEBICEEL, FEEE Cl v TUMHE, AR
5 L(25[81/4y), gallamine triethiodide 1ml &y L T
TEME L 7ce BB OFHE LRIk, HEHBUKTE, ATS
REL, % SIRED & BHRFS L, FIREC KBEINR0LEZ
ROk Lizo 72d, EBRKTHRICHHEMEA 2 FRL TR
fMrEREB LT

F iz 14k 30mglke, 1 R&ic T0mglke, &5
IZ 1 BRI 200me/kg, fthed 14Tk 100meg/ke, 1 FF
fi#kic 200mg/kg, F7xbbikE 300mgke ZFEOAK
B-L, B Tix3. 5RM, % Tid2. SRR L7cas,
BRI AR ICREERREEZ L LTRY, ZA LMK
LOBRERARLD NN ST

WEELUICLTUY

Pivampicillin & iR{ER % #it L ERORREE % 72,
T, v AC Pivampicillin 100mg/kg FTFEH
XD, =T VREROBEBERRIEROEmE LD L,
200mg/kg Bz FIESHZ X Y pentobarbital FEARMER % %
BEER LT,

< 7 22 Pivampicillin 200mg/kg R TFEH L THE
RERT VR AT BB R0 - 7283, pentet-
razol (F WA IZX LTt Pivampicillin 200mg/kg §E
fENEEIC X D EERBIER % L LT,
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< U Az Pivampicillin 100mg/kg B TFEHIC L V&
SEIERR X ORI TRES LRI H 2 VIR ER %
HEDIEI 5T,

U Y FEEIZ LT Pivampicillin 100mg/kg ££0
BETRER oI,

<V R R ESEIZ Pivampicillin 300mg/kg £ OH
iz X vBEmRShi,

Riz1) BEMHER, HEHE 20T, —ikig
BLOTEHCH LT, F o7 SBIZA SN -7

BHUEBEBRE X 255 v h 8 XU Encéphalé isolé FEA
F ORI L TidARE 300mg/kg £ TRAKSE Lic
2, AT REERRNEY LOLTRD, BRERHL
boR2Y (s 7ECY e

P ED X 51z, Pivampicillinid ey piz/EH 2 Lo
SHVEMTH 205, KERSZEONTRT—F LB L
X pentobarbital BREEDIREEHER{ER, pentetrazol iF v\
NAOREMHEIER B L B~ U 2 B FESHE A
fERZE LD Lice Th o ORI —RPHRERER IR
SMEWEMICE 5 b0 L BbR B, MELETIE, -
7oK BE ML, penicillin FEHTAEYE O RABE LI
WITIRNS Z &7z &b BIFERRRD I £ OFRMERIC &
B ZLUBWETER, LMLAND, EEHELOER
Ti% wooden pole test, inclined screen test {233\ T
BRAGEEBER LD T,

&T, %< O penicillin FEHAMEIZ <V 2R H 5
Wi T FREAREICL Y, TVhARDERZTZ
LBREHEN TS, THHDIFWRAZHARMEIS T
BB E SN WY, O X 5T penicillin FiHiAWE
FROICHEEEER L 2B A, A EBZFIcL,
2 5, Pivampicillin 25k V#5458, &L
AHRIEIER & Bh¥ 5 2 L i3 penicillin BHOlRNE
FTRPFEFICERNZ L B X, Ricid~7 Pivam-
picillin DPRIEMTHRBFIMERT I L0 LD},
L LARBHEOEFORE LTWaZ L 258 RBT 5

bDLEZBND,

PLEDZ L, Pivampicillin (X H#/ER OV WHT
EWETHY, 2, 3OFIREREZBLEIMBELER
BOI0~50f5LEX bNBEKETHL->THLASHDT
HY, LicdioT, BHRISAIZELTIE, ELA PRI
TERDIRWHIEHETH B L EX Do
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PHARMACOLOGICAL STUDIES ON PIVAMPICILLIN
SECOND REPORT : CENTRAL ACTIONS

YAasuMItsu YAMANAKA, SHIZUKO KONO and HARUE ARATANI

Department of Pharmacology, Hiroshima University School of Medicine

Central actions of pivampicillin were investigated.

1. Pivampicillin tended to enhance an ether anesthesia at a dose of 100mg/kg s.c. in mice. It prolonged
slightly a pentobarbital sleeping time at a dose of 200mg/kg s.c.in mice.

2. Pivampicillin did not protect against supramaximal electroshock convulsions at a dose up to 200mg/kg
s.¢., while, it protected slightly against pentetrazol convulsions at the same dose i.p. in mice.

3. No analgesic effect, nor ataxic or muscle-relaxant action was observed in mice injected pivampicilln at a
dose up to 100mg/kg s.c.

4. Pivampicillin did not influence on rabbit body temperature at a dose up to 100mg/kg p. o.

5. Spontaneous motor activity in mice was inhibited slightly by pivampicillin at a dose of 300mg/kg p. o.

6. No emetic nor antiemetic effect of pivampicillin was observed at a dose up to 100mg/kg p.o. in dogs.

7. Pivampicillin did not influence on EEG in rats and cats at a dose up to 300mg/kg p.o.

It is concluded therefore that pivampicillin has no marked central actions at a clinical dose.



